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prediction process do not account for the
multitude of differences between rodents
and humans. In addition, Shelby pointed
out that some computer predictions were
not subjected to review by human experts
at the end of the analyses, and called for
"one more loop through the human mind"
before results are offered as predictions.
Two challenges presented at the w
shop were how to deal with equ 4
results in rodent cancer bioassay 1
assessing their predictions and
tion of how carcinogenic potency can
predicted. Workshop participants noted
that confirmation of their predictions
depend on the rodent bioassay, which has
some limitations. Because concordance
between rat and mouse bioassays is only
about 70%, this might represent an upper
limit for extrapolating from rodent car-
cinogens to human carcinogens. In consid-
ering the limitations of the predictive
process, Ashby said "Although we have had
successes, there is a limit to how far such
methods can be refined."
At the end of the workshop, Bernard
Schwetz, acting director of the Environ-
mental Toxicology Program at NIEHS,
indicated that a variety ofprediction meth-
ods were under consideration as aids for
prioritizing chemicals for rodent carcino-
genicity bioassays. A list of chemicals cur-E
rently being tested in rodent bioassays was
distributed, and participants were invited
to use this list to further develop their pre-
diction methods. Participants proposed
that a similar workshop in about 3 years to
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mice are given a range of doses of the
chemical for 14 days, 13 weeks, and then 2
years. In each study extensive histopat'ho-
logic diagnoses are performed on altiss
systems, and growth patterns, blood0dim
istry, urinalysis, and genetic toxictya
evaluated. --
Methylphenidate is the active ingredient
ofRitalin, a drug us he treatment of
narcolepsy and att cient hyperac-
tivity disorderser.bthshort-term an
two-year studii eh was the
primary taiqe otnkt. heicdences
Of liver tiniors re4 -Ifcantly elevated
in nmakeaz fitnale me eivingthe rug
tiM ~seter th huan dse(o body
weightbasis Smia stdisin rats
showdii~ eidene o cacingenic activi-
eK-is an organophos-
phase ptiiewidy used in vinyl plas-
tics--and as flame retardant in hydraulic
fluids. W given at concentrations in
the feed of up to 300 parts per million
(ppm) for rats or 250 ppm for mice, tricre-
syl phosphate showed no evidence of car-
cinogenic activity.
4,4' Thiobis(6-t-butyl-m-cresol) is used
asan antioxidant in the rubber and plastics
and as a stabilizer in polyethylene
~*d~y*hfn packaging materials for
m~4 T&| chemical did not induce
#t~ty site when given at concen-
E s tp t.c i 2500 ppm in the feed for
~dftnae rts or 1000 ppm for male
Barium chl is used in the manufac-
tUre o ts, glass, and ceramics, as a
flu.xin t manufacture of magnesium
metal, a lubrcating oil additive, and in
aufminm riing, leather tanning, pho-
tographic paper, and water softening.
Therewvas no evidence of carcinogenic
activiyin male or female rats or mice
given feedcontaining up to 2500 ppm bar-
iutm0chloride for 2 years.
x-lexachlorocyclopentadiene (HCCP) is a
chemical intermediate used in the manu-
fkture offlame retardants, resins, and pes-
ticides. All rats and mice exposed to
atmospheres containing 1 ppm or more of
MHCCP'died within 1 to 5 weeks. Rats
ed to 0.2 ppm HCCP for 2 years
developed pigmentation of the epithelial
lining of the airways, and mice similarly
exposed developed suppurative inflamma-
tion of the nose and lungs. Tumors were
not produced by exposure at these concen-
trations.
p-Nitrobenzoic acid is used in organic
synthesis, in the manufacture ofpesticides,
dyes, explosives, and solvents, and as a
reagent for alkaloids and thorium. When
given at doses up to 5000 ppm in the feed
for two years, p-nitrobenzoic acid caused
increases in clitoral gland tumors in female
rats, but decreased incidences of leukemia
in male and female rats. Mice were rela-
tively unaffected by the chemical.
Copies of NTP reports are available
from NTP Central Data Management,
NIEHS, PO Box 12233, Research Tri-
angle Park, NC 27709 USA.
Casida Receives International
Wolf Prize
John E. Casida, who has been a grantee of
the NIEHS since 1966, received the inter-
national Wolf Foundation Prize for Agri-
culture. The prize was presented in May by
President Ezer Weizman of Israel at the
Knesset (parliament) building in Jeru-
salem. Casida has been on the faculty ofthe
University of California at Berkeley for
almost 30 years, where he is a professor of
entomology and director of the pesticide
chemistry and toxicology laboratory, as well
as principal investigator for an NIERS
program project.
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Casida's research serves
as the basis for evaluating
the benefits and risks of
established pesticides and
for the rational design and
use ofsafer and more effec-
tive replacements. Casida
pioneered research on al-
most all the major insecti-
cides and synergists and is
responsible directly or indi-
rectly for much ofthe basic
knowledge on their mode
of action and metabolism.
Casida has published about
530 papers and obtained
John E. Casida, recipient of the
Wolf Prize
26 patents; his discoveries span much ofthe
history of organic pesticides and account
for several of the fundamental break-
throughs in the fields of entomology, neu-
robiology, toxicology, and biochemistry.
In addition to his extensive research ac-
complishments, Casida is recognized as an
inspiring teacher, and many ofhis students
and postdoctoral fellows have become lead-
ing figures in pesticide science.
"Since the beginnings of NIEHS, re-
search involving pesticides and other agri-
cultural chemicals has been an important
part of the institute's mission and extra-
mural portfolio. Dr. Casida's grant was
among the original ones supported by
NIEHS and has continued to yield signifi-
cant new information that is important in
designing pesticides that are effective on the
target organism but are safe for humans,"
said Anne P. Sassaman, director of the
NIEHS Division of Extramural Research
and Training.
The Wolf Foundation was established
by inventor, philanthropist, and diplomat
Ricardo Wolf to promote science and art.
The first prizes were awarded in 1978. To
date, 145 laureates from 18 countries have
been honored with the prize, which consists
ofa diploma and $100,000 in each catego-




J. Donald Millar, former director
of the National Institute for Oc-
cupational Safety and Health,
stepped down in June after four
years as the Chairman of the Na-
tional Toxicology Program Exec--
utive Committee. The executive
committee provides primary pro-
gram oversight to the NTP and is
composed of the heads of federal
health research and regulatory
agencies. The committee serves as
the NTP's major advisory group
on research and testing needs,






Jane E. Henney, new NTP Exec-
utive Committee Chair
specific chemicals to be stud-
ied, and as a forum for science
policy issues and information
exchange. The chairman is
elected by the committee and
serves a renewable one-year
term.
Millar succeeded James
Wyngaarden, then the NIH
director, in May 1989. At the
meeting in Washington, DC,
on June 10, the committee
elected Jane Henney, deputy
commissioner for operations,
FDA, as the new chair. Millar
retired as NIOSH director in
August.
Maternal Smoking Associated
with Preterm Delivery and
Infant Death
"Cigarette packages warn that smoking by
pregnant women may result in low birth
weight. What they should say is that smok-
ing in pregnancy may cause preterm deliv-
ery and infant death," says Allen J. Wilcox,
chief of the epidemiology branch at
NIEHS. Wilcox is the author ofa study on
maternal smoking published in June in the
AmericanJournal ofEpidemiology (vol. 137,
no. 10).
Women who smoke are known to have
higher rates of infant mortality. However,
public health experts have usually empha-
sized the lower birth weight ofinfants born
to smokers. Wilcox applied a new analytic
method to data from nearly 260,000 births
in Missouri and found that smokers are at
higher risk of delivering small preterm
infants, and these infants have higher death
rates at every birth weight. It has not been
generally recognized that the mortality risk
ofsmokers' infants are independent of low
birth weight.
Wilcox used data from Colorado to
show that high altitude reduces fetal growth
in a similar way, but without any apparent
harm to the baby. Colorado babies tend to
be lighter than babies born at lower alti-
tudes, but their survival is just as good as
those born at lower altitudes. "We keep
focusing on the smaller birth weights of
babies born to smokers. But the example
ofaltitude suggests that smaller weights are
not the issue," Wilcox says. "We should
make sure that women know the real risk of
smoking: they might lose their baby."
Indoor Allergens Endanger
Health
NIEHS was among five federal agencies
sponsoring a committee study and report
from the National Academy of Sciences
Institute of Medicine titled Indoor Aller-
gens: Assessing and Controlling Adverse
Health Effects. The report concludes that
indoor allergens endanger health and can
increase medical care costs to such an
extent that comprehensive and systematic
efforts are needed for better monitoring
and control.
"Allergens play a key role in triggering
some cases of asthma, and treatment for
asthma-related illnesses costs more than $6
billion a year," said committee chair Roy
Patterson, Ernest S. Bazley professor of
medicine and chiefofthe division ofaller-
gy-immunology at Northwestern Univer-
sity Medical School. Most Americans
spend more than 90% oftheir time inside.
One in five Americans will experience
allergy-related illness at some time during
their lives.
Other sponsors ofthe report were U.S.
EPA, National Institute of Allergy and
Infectious Diseases, National Heart, Lung,
and Blood Institute, and the Agency for
Toxic Substances and Disease Registry.
Copies ofthe report may be obtained from
the National Academy Press, 2101 Con-
stitution Avenue N.W., Washington, DC
20418 USA; the cost of the report is
$39.95 (prepaid) plus $4 shipping for the
first copy and $0.50 for each additional
copy. A five-page press release summariz-
ing the report is available from the NAS at





As the first component ofa proposed
comprehensive NIEHS environmen-
tal health sciences education pro-
gram, the institute has requested
grant applications for the develop-
ment ofeducational materials related
to environmental health sciences in
grades K-12. The request for appli-
cations is an outgrowth ofa national
forum on environmental health sci-
ences education held at NIEHS in
December 1992. The forum brought
together educators, scientists, and
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